Subunit of NADPH Oxidase"
To the Editor:
Becker et at 1 examined the effect of experimental homocysteinemia on the nitric oxide (NO)-dependent control of cardiac O 2 consumption and enzymatic sources of superoxide. They found that methionine-induced experimental homocysteinemia inhibits NO-dependent regulation of cardiac O 2 consumption and increases the p22 phox subunit of NADPH oxidase. Although the findings are extremely interesting, extrapolations to clinical homocysteinemia must be made with caution, because this experimental model is characterized by enhanced superoxide production due to NO synthase uncoupling, in part as a result of the increase in levels of asymmetrical dimethylarginine (ADMA). 2 Previous studies showed that in animal models, methionine increases ADMA as a result of (1) the free radicalinduced impairment of dimethylarginine dimethylaminohydrolase (DDAH), the enzyme responsible for ADMA metabolism, 3 and (2) the enhanced conversion of homocysteine to methionine, which drives the formation of ADMA through a respective increase in N-methyltransferase activity. 4 However, we 5 have recently shown that although methionine-induced homocysteinemia in humans is associated with endothelial dysfunction, in part due to the rapid elevation of ADMA, this pathway is not activated in chronic homocysteinemia, which explains why ADMA levels are normal in homocysteinemic patients. Chronic homocysteinemia is characterized by accumulation of homocysteine due to enzymatic insufficiency but is not accompanied by increased methionine levels. Therefore, although the administration of methionine in healthy animals (or humans) may lead to an artificial elevation of homocysteine, it also activates biochemical pathways (such as arginine transmethylation) that normally are inactive in chronic homocysteinemia, and it probably influences the expression of a number of genes, which raises questions about its usefulness as a model of chronic homocysteinemia. 
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